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AB Novel insecticidal/acaricidal compn. , bactericidal compn. , and 

insecticidal/acaricidal/bactericidal compn. each characterized by contg. 
as the active ingredient a compd. selected from strobilurin-base agents 
and a compd. selected from organophosphorus agents. 
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AB A compn. and methods thereof for treating patients having 

non-insulin-dependent diabetes mellitus (NIDDM) by administering a 
controlled release oral solid dosage form contg. preferably a biguanide 
drug such as metformin, on a once-a-day basis. The dosage form 
provides a mean time to max. plasma concn. (Tmax) of the drug 
which occurs at 5.5 to 7.5 h after oral administration on a one-a-day 
basis to human patients. Preferably, the dose of drug is administered at 
dinner time to a patient in the fed state. A tablet core was formulated 
contg. metformin. cntdot.HCl 500, Povidone 36, Na lauryl sulfate 
25.8, and Mg stearate 2.8 mg/tablet was coated to have a sustained 
-release coating contg. cellulose acetate 21.5, triacetin 1.3, 
and PEG-400 2.5 mg/tablet. The coated tablets were laser drilled two 
holes . 
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AB The single-dose pharmacokinetics of two gastric-retentive, 

extended-release tablet formulations of metformin hydrochloride 

in fed, healthy volunteers were compared with those of the currently 

marketed immediate-release metformin hydrochloride product. The 

plasma concn.-time profiles demonstrated extended-release characteristics 

from the gastric-retentive tablets. The mean bioavailability from each 

gastric-retentive tablet was approx. 115%, relative to the 

immediate-release (IR) product. Cmax values were lower and tmax 

values were greater for the gastric-retentive tablets compared with the IR 

product. In contrast to conventional extended-release metformin 

tablets reported in the literature, these gastric-retentive tablets showed 

extended-release plasma concn. profiles of metformin 

hydrochloride and increased bioavailability compared with the 

immediate-release tablet. 
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AB The present invention relates to a method for the sustained 

release in vivo of a biologically active agent comprising 
administering to a subject in need of treatment an effective amount of a 
sustained release composition comprising a 

biocompatible polymer having the biologically active agent incorporated 
therein, and a bisphosphonate wherein the bisphosphonate compound is 
present in an amount sufficient to modify the release profile of the 
biologically active agent from the sustained release 

composition. Pharmaceutical compositions suitable for use in the method 
of the invention are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A biphasic controlled release delivery system for pharmaceuticals which 

have high water solubility, such as the antidiabetic metformin 
HCl salt, is provided which provides a dosage form that has prolonged 
gastric residence so that a dosing regimen of at least one gram 
metformin, once daily, may be achieved while providing effective 
control of plasma glucose. The delivery system includes (1) an inner 
solid particulate phase formed of substantially uniform granules 
containing a pharmaceutical having a high water solubility, and one or 
more hydrophilic polymers, one or more hydrophobic polymers and/or one 
or more hydrophobic materials such as one or more waxes, fatty alcohols 
and/or fatty acid esters, and (2) an outer solid continuous phase in 
which the above granules of inner solid particulate phase are embedded 
and dispersed throughout, the outer solid continuous phase including one 
or more hydrophilic polymers, one or more hydrophobic polymers and/or 
one or more hydrophobic materials such as one or more waxes, fatty 
alcohols and/or fatty acid esters, which may be compressed into tablets 
or filled into capsules. Methods for forming the so-described biphasic 
controlled release delivery system and using such biphasic controlled 
release delivery system for treating diabetes are also provided. 
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AB A controlled release antihyperglycemic tablet that does not contain an 

expanding polymer and comprising a core containing the antihyperglycemic 
drug, a semipermeable membrane coating the core and at least one 
passageway in the membrane. 
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AB Sustained release pharmaceutical formulations 

comprising an antihyperglycemic drug or a pharmaceutically acceptable 
salt thereof are disclosed. The formulations provide therapeutic plasma 
levels of the antihyperglycemic drug to a human patient over a 24 hour 
period after administration. 
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AB Insulin glargine is an extended-action biosynthetic human insulin. It 
precipitates in the neutral environment of subcutaneous tissue and is 
thus gradually absorbed into the bloodstream. The addition of small 
amounts of zinc to the formulation further delays absorption. In small 
euglycaemic clamp studies, the onset of action of insulin glargine was 
shown to be later, the duration of action longer and the time-action 
profile flatter than that of Neutral Protamine Hagedorn (NPH) insulin in 
patients with type 1 diabetes mellitus and healthy volunteers . Four large 
clinical trials of up to 28 weeks' duration have shown that a single 
bedtime dose of insulin glargine, in combination with preprandial 
short-acting insulin, is as effective or more effective than once or 
twice daily NPH plus short-acting insulin in improving glycaemic control 
in patients with type 1 diabetes mellitus. In 3 large comparative trials, 
insulin glargine decreased glycosylated haemoglobin and/or fasting blood 
glucose levels to a similar extent to that seen with NPH insulin in 
patients with insulin-dependent or non-insulin-dependent type 2 diabetes 
mellitus, either as monotherapy or in combination with oral hypoglycaemic 
agents. Insulin glargine appears to be well tolerated. A lower incidence 
of hypoglycaemia, especially at night, was reported in most trials with 
insulin glargine when compared with NPH insulin. 
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PRIORITY APPLN. INFO.: IN 2001-DE1002 A 20010928 
AB The present invention relates to an extended release pharmaceutical compn. 
contg. metformin and a rate controlling polymer and a process for its 
prepn. are described. The compn. has a water content of 3.2-10.0% by wt . 
and improved hardness and friability. For example, tablets with water 
content of 2.8% were prepd. by conventional dry granulation technique from 
a blend of metformin hydrochloride 500.0 mg, sodium CM-cellulose 36.0 mg, 
microcryst. cellulose 60.0 mg, hydroxypropyl Me cellulose 398.0 mg, 
magnesium stearate 6 mg, and water as needed. Hardness of the tablets 
obtained was 16.9 Kp and friability was 0.43% by wt . Release of metformin 
hydrochloride from tablets after Ih, 4 h, 8 h, and 12 h was 27.1%, 58.7%, 
84 .9%, and 97.8%, r 
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The invention concerns an oral galenic form for prolonged release of 
ant i- hyperglycemic (metformin) active principles. Said medicine enables 
to obtain an efficient therapeutic protection over 24 h by overcoming the 
problems of bypass of the absorption window and the massive localized 
release of active principles. Therefor, said medicine comprises several 
thousand anti- hyperglycemic (metformin) microcapsules each consisting of 
a core comprising at least an anti- hyperglycemic agent and of a coating 
film applied on the core and enabling the prolonged release in vivo of the 
anti- hyperglycemic agent. Said microcapsules have a grain size 
distribution ranging between 50 and 100 .mu. . The reproducibility of the 
transit kinetics and hence of bioavailability are very high. There 
results for the patient a lesser risk of hyperglycemic or hypoglycemic. 
The invention also concerns the prepn. of said medicine and the use of a 
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plurality of said microcapsules for making an anti- hyperglycemic 
medicine. The invention is applicable to the treatment of type II 
diabetes. A soln. of 159.5 g stearic acid and 159.5 g Et cellulose in 
2870 g isopropanol at 50. degree, was sprayed on 700 g of metformin 
hydrochloride crystals (av. diam. 100-200 .mu.m) . The dissoln. rate of 
the granules thus obtained was 97.1% after 2 0 min. 
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US 2000-705630 A 20001103 
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A compn. and methods thereof for treating patients having 
non-insulin-dependent diabetes mellitus (NIDDM) by administering a 
controlled release oral solid dosage form contg. preferably a biguanide 
drug such as metformin, on a once-a-day basis. The dosage form provides a 
mean time to max. plasma concn. (Tmax) of the drug which occurs at 5.5 to 
7.5 h after oral administration on a one-a-day basis to human patients. 
Preferably, the dose of drug is administered at dinner time to a patient 
in the fed state. A tablet core was formulated contg. 
metformin. cntdot.HCl 500, Povidone 36, Na lauryl sulfate 25.8, and Mg 
stearate 2.8 mg/tablet was coated to have a sustained- 
release coating contg. cellulose acetate 21.5, triacetin 1.3, and 
PEG-400 2.5 mg/tablet. The coated tablets were laser drilled two holes. 
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A pharmaceutical compn. comprises an insulin sensitizer and another 
antidiabetic agent and a pharmaceutically acceptable carrier. The compn. 
is arranged to provide a modified release of at least one of insulin 
sensitizers and the other antidiabetic. Delayed-release pellets contained 
a thiazolidinedione 8, glibenclamide 10, microcryst . cellulose 133.5, and 
lactose monohydrate to 267 mg/capsule. 
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e thod for i 



zing th e wt . gain s ide effect assocd. with psychotropic 



treatment is disclosed. In the method. Metformin, a biguanide compd. , 
concurrently administered to a patient taking the psychotropic active. i 
pharmaceutical compn. contg. the combination of psychotropic active and 
Metformin is also disclosed. Psychotropic actives are selected from 
valproate, Risperdal, Lithobid, Zyprexa and Seroquel . 
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EP 1998-401956 A 19980730 
WO 1999-EP5746 W 19990729 
The invention relates to a tablet for extended release of a drug in the 
stomach, comprising granules of the drug in a hydrophilic matrix, the 
granules being coated with a coating comprising a source of a carbon 
dioxide and the coating granules being blended with an agent inducing the 
release of carbon dioxide and tabletting aids . Granules were formulated 
contg. metformin. cntdot.HCl 62.42, Methocel KIOOM 15.9, and PVP K30 4.6 % 
and the granules were sprayed with PVP K3 0 1.6 and NaHC03 12 % and mixed 
with citric acid 2.1 and Mg stearate 1.22 % for compression to give a 
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tablet contg. metformin . cntdot .HCl 500 mg/each. 
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AB Oral immediate- or long-term release pharmaceutical tablets contain 
metformin and polyglycolyzated glycerides having HLB>8 as absorption 
promoters. An immediate-release pharmaceutical tablet contained calcium 
acamprosate 47, Gelucire 44/14 39, Labrasol 13, soya lecithin 1% (HLB = 
14) . 
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AB Treatment of type 2 diabetes has become more and more complex as the 
of oral antidiabetic agents has increased . Diet, 



numb e r 

exercise, and the attainment of ideal body weight are the central 
components of any therapeutic regimen, but most patients are unable to 
achieve glycemic goals with these measures alone. In this article, Drs 
Mayerson and Inzucchi review the five classes of available oral 
antidiabetic agents and discuss their relationship to the pathophysiologic 
variables that contribute to hyperglycemia in type 2 diabetes. 
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New therapies in diabetes - Thiazolidinediones . 
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The availability of new classes of oral agents for diabetes opens new 
prospects and promises in management of diabetes. The current rapid pace 
of development of new pharmaceutical agents in this field contrasts 
sharply with the recent past when insulin and first and second generation 
sulphonylureas were the only drugs available. A decade ago, management of 
diabetes was characterised by a high degree of frustration among the 
healthcare providers and their patients. Type 2 diabetes was not well 
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understood and its main pathophysiological events were not thoroughly- 
defined as they are today. Primary or secondary failure of sulphonylureas 
medications relegated many patients to therapy with insulin. In many 
instances high doses of insulin were required which resulted in weight 
gain that in itself created a further need for more insulin. This vicious 
cycle created a perception that attainment of glycaemic control in many 
patients was a difficult if not impossible task. This review will focus on 
the current management of diabetes with special focus on the class of 
thiazolidinediones (TZD) . It will also illustrate the applications of this 
new class of drugs in conjunction with other diabetes medications in 
common clinical scenarios in diabetes. 
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absorption after oral administration. Clinic 
implications . 
Fleisher D.; Li C; Zhou Y. ; Pao L.-H.; Karim A. 
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Drug-drug, drug- formulation and drug-meal interactions are of clinical 
concern for orally administered drugs that possess a narrow therapeutic 
index. This review presents the current status of information regarding 
interactions which may influence the gastrointestinal (GI) absorption of 
orally administered drugs. Absorption interactions have been classified on 
the basis of rate-limiting processes. These processes are put in the 
context of drug and formulation physicochemical properties and oral input 
influences on variable GI physiology. Interaction categorisation makes use 
of a biopharmaceutical classification system based on drug aqueous 
solubility and membrane permeability and their contributions towards 
absorption variability. Overlaying this classification it is important to 
be aware of the effect that the magnitudes of drug dosage and volume of 
fluid administration can have on interactions involving a solubility rate 
limits. GI regional differences in membrane permeability are fundamental 
to the rational development of extended release dosage forms as well as to 
predicting interaction effects on absorption from immediate release dosage 
forms. The effect of meals on the regional -dependent intestinal 
elimination of drugs and their involvement in drug absorption interactions 
is also discussed. Although the clinical significance of such interactions 
is certainly dependent on the narrowness of the drug therapeutic index, 
clinical aspects of absorption delays and therapeutic failures resulting 
from various interactions are also important. 
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Elevation of lactate by therapy with Metformin is dependant on the dosage 
well as on the renal elimination. Non retarded Metformin has a quicker 
renal elimination as the retarded form. Therapy with non-retarded 
Metformin 500 mg represents a significant improvement compared with the 
usual therapy with retarded Metformin 850 mg. Also, obese type II 
diabetics, much older than 65 years, can be treated without problems with 
metformin 500 mg if their creatinin-clearance is above 50 ml/min. 
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AB A double-blind, placebo-controlled trial assessed the effect of a 

slow-release formulation of bezafibrate (Bezalip Mono, 400 mg daily for 3 
months) on lipid profile, glucose homeostasis, platelet function, and 
plasma fibrinogen concentration in non-insulin-dependent (type II) 
diabetics. Twenty-four patients completed the trial. There was a 
significant improvement in the cholesterol (p < 0.02), triglyceride (p < 
0.01), and nonesterif led fatty acid (p < 0.05) concentrations and in the 
fasting blood glucose (p < 0.03) and glycosylated hemoglobin (p < 0.01) 
levels of those (n = 11) who received the active preparation but not in 
those (n = 13) who received placebo. Treatment, but not placebo, also 
resulted in a significant (p < 0.01) fall in plasma fibrinogen 
concentration and a trend towards inhibition of platelet aggregation. 
Bezafibrate was well tolerated; only one patient (not included in the 
analysis of results) withdrew from the trial possibly because of side 
effects of the drug. A larger study is needed to establish whether 
bezafibrate can reduce nonlipid risk factors (e.g., plasma fibrinogen 
concentration, glucose intolerance, and hyperinsulinemia) in normo- and 
hyperlipidemic subjects. 
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The authors consider phenformin a suitable biguanide to repolarize the 
metabolism of carbohydrates in obese diabetic adults where diet alone is 
insufficient for control of blood sugar levels. The use of phenformin in 
combination with insulin allows a reduction in the size of the insulin 
dose . 
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In 49 normal and overweight women, the basal and reactive proinsulin and 
insulin level as well as serum cholesterol and triglycerides were 
determined before and after the application of N,N dimethylbiguanide 
hydrochloride (metformin, 'Glucophage retard'). The proinsulin fraction of 
the basal total insulin is 70% in normal women. With increasing overweight 
the percentage of proinsulin decreases in favor of insulin. Stimulation 
with 100 g oral glucose, in analogy to the total insulin, significantly 
increased proinsulin levels, remaining, however, below the insulin levels. 
Accordingly the increased secretion of total insulin in overweight persons 
consists mostly of insulin and to a lesser degree of proinsulin. 
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Additionally there exists a significant correlation between the 
triglycerides and the degree of overweight. After 4 wk application of 1.7 
g metformin daily the weight reduction reached on an average 1.4 kg, after 
15 wk 5.2 kg. In relation to the weight reduction lower proinsulin and 
insulin levels were noticed before and after stimulation with glucose . 
Even those test persons who did not lose weight under metformin showed 
lower proinsulin and insulin levels. It might be that metformin leads to a 
slow down in glucose absorption and as a consequence to a decrease of 
insulin secretion. Lower triglyceride values after treatment with 
metformin not only were a sign of weight reduction: biguanides also 
influence the fat metabolism independently of the carbohydrate metabolism. 
Additional to the reduction diet the treatment with metformin seems to be 
very appropriate for overweighty patients with hyperinsulinism and 
hypertriglyceridemia . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A biphasic controlled release delivery system for pharmaceuticals which 

have high water solubility, such as the antidiabetic metformin HCl salt, 
is provided which provides a dosage form that has prolonged gastric 
residence so that a dosing regimen of at least one gram metformin, once 
daily, may be achieved while providing effective control of plasma 
glucose. The delivery system includes (1) an inner solid particulate 
phase formed of substantially uniform granules containing a 
pharmaceutical having a high water solubility, and one or more 
hydrophilic polymers, one or more hydrophobic polymers and/or one or 
more hydrophobic materials such as one or more waxes, fatty alcohols 
and/or fatty acid esters, and (2) an outer solid continuous phase in 
which the above granules of inner solid particulate phase are embedded 
and dispersed throughout, the outer solid continuous phase including one 
or more hydrophilic polymers, one or more hydrophobic polymers and/or 
one or more hydrophobic materials such as one or more waxes, fatty 
alcohols and/or fatty acid esters, which may be compressed into tablets 
or filled into capsules. Methods for forming the so-described biphasic 
controlled release delivery system and using such biphasic controlled 
release delivery system for treating diabetes are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition comprising: (i) metformin, optionally in 

the form one of its pharmaceutically acceptable salts; (ii) a fibrate 
selected from fenofibrate and bezaf ibrate ; and optionally one or more 
pharmaceutically acceptable excipients, is suitable for use in the 
treatment of non- insulin-dependent diabetes. 
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NtTMBER OF CLAIMS: 10 
EXEMPLARY CLAIM: 1 
LINE COUNT: 224 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AS A method for minimizing the weight gain side effect associated with 

Valproate treatment is disclosed. In this method, Metformin, a biguanide 
compound, is concurrently administered to a patient taking the Valproate 
therapy. A pharmaceutical composition containing the combination of 
Valproate and Metformin is also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A controlled release pharmaceutical tablet containing antihyperglycemic 
drug and a hypoglycemic drug that does not contain an expanding or 
gelling polymer layer and comprising a core containing the 
antihyperglycemic drug and the hypoglycemic drug, a semipermeable 
coating membrane surrounding the core and at least one passageway in the 
membrane to allow the drugs to be released from the core. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process for the treatment of mental illness comprising the 

administration of dimethyl biguanide of the formula ##SPC1## 

To an animal receiving an ataractic. A pharmaceutical composition 
comprising dimethyl biguanide and an ataractic. 
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